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This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims 

1 . (previously presented) A method for identifying a compound which increases a 
cell's sensitivity to acid sphiogomyeiinase-related apoptosis, comprising: 

(a) exposing an acid sphingomyelinase-deficient cell, in the presence of a test 
compound, to a chemotherapeutic agent; 

(b) exposing an acid sphingomyelinase-deficient cell, in the absence of the 
test compound, to the chemotherapeutic agent; and 

(c) monitoring the exposed cells of steps (a) and (b) for the presence of an 
apoptotic morphology, 

such that if the cell from step (a) exhibits a more severe apoptotic morphology, than that of the 
cell from step (b) the test compound represents a compound which increases a cell's sensitivity 
to acid sphingomyelinase-related apopto$i$, 

2. (previously presented) A method for identifying a compound which increases a 
cell's sensitivity to acid sphingomyelinase-related apoptosis, comprising: 

(a) exposing an acid sphingomyelinase-deficient cell, in the presence of a test 
compound, to a chemotherapeutic agent; 

(b) exposing an acid sphingomyelinase-deficient cell, in the absence of the 
test compound, to the chemotherapeutic agent; and 

(c) comparing the levels of sphingomyelin and ceramide present in the 
exposed cell of step (a) to the levels present in the exposed cell of step (b), 

such that if the level of sphingomyelin in the cell of step (a) is less than that of the cell of step 
(b) ? or the level of ceramide in the cell of step (a) is greater than that of the cell in step (b), the 
test compound represents a compound which increases a cell's sensitivity. to acid 
sphingomyelinase-related apoptosis. 

3. (previously presented) The method of Claim 1 or 2 wherein the acid 
sphingomyelinase-deficient cell is part of a genetically engineered nonhuman animal deficient 
for the acid sphingomyelinase gene. 
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4. (canceled) 

5. (previously presented) A method for identifying a compound which decreases a 
cell's sensitivity to acid sphingomyelinase-related apoptosis, comprising: 

(a) exposing a cell exhibiting acid sphingomyelinase activity, in the presence 
of a test compound, to a chemotherapeutic agent; 

(b) exposing a cell exhibiting acid sphingomyelinase activity to the 
chemotherapeutic agent, in the absence of the test compound; and 

(c) comparing the levels of sphingomyelin and ceramide present in the 
exposed cell of step (a) to the levels present in the exposed cell of step (b), 

such that if the level of sphingomyelin in the cell of step (a) is greater than that of the cell of step 
(b), or the level of ceramide in the cell of step (a) is less than that of the cell in step (b), the test 
compound represents a compound which decreases a cell's sensitivity to acid sphingomyelinase- 
related apoptosis, 

6. (canceled) 

7. (previously presented) The method of Claim 5 wherein the cell is part of a 
genetically engineered nonhurnan animal deficient in endogenous acid sphingomyelinase gene 
activity and containing integrated in its cells a functional human acid sphingomyelinase 
transgene capable of expressing functional human acid sphingomyelinase. 

8. (canceled) 

9. (previously presented) The method of Claim 1 wherein the apoptptic morphology 
comprises cellular condensation, nuclear condensation or zeiosis. 

1 0. (currently amended) A method for identifying a compound which increases a 
cell's sensitivity to acid sphingomyelinase-related apoptosis, comprising; 

(a) exposing acid spbingomyelinase-deficient cells, wherein the cells are part 
of cell lines or a genetically engineered nonhurnan animal deficient for the 
acid sphingomyelinase gene, in the presence or the absence of a test 
compound, to a chemotherapeutic agent for a time sufficient to induce 
apoptosi s in a cell - exhibiting normal aoid sphingomy e linase acti vity ; and 

3 NYJD: 1517187.1 



PAGE 4/13 * RCVD AT 4/1212004 3:51 :56 PM [Eastern Daylight Time] ' SVR:USPTO-EFXRF-1/0 * DNIS:8729306 * CSID: ' DURATION (mm-ss):04*10 



RPR 12 2004 15=56 FR PENNIE 8c EDMONDS TO 17038729306 P. 05 



(b) monitoring the exposed cells of step (a) for the presence of an apoptotic 
morphology, such that if the cells treated with the test compound exhibit a 
more se vere apoptotic morphology than that of the cells not treated with 
the test compound, the test compound represents a compound which 
increases a cell's sensitivity to acid sphingomyelinase-related apoptosis. 

1 1 T (currently amended) A method for identifying a compound which increases a 
cell's sensitivity to acid sphingomyelinase-related apoptosis, comprising: 

(a) exposing acid sphingomyelinase-deficieirt cells, wherein the cells are part 
of cell lines or a genetically engineered nonhuman animal deficient for the 
acid sphingomyelinase gene, in the presence or the absence of a test 
compound, to a chemotherapeutic agent for a time s uffioionHo i nduc e 
apoptosia in a cell exhibiting normal aoid sphingomyelinase activity ; and 

(b) comparing the levels of sphingomyelin and ceramide present in cells 
treated with test compound to cells untreated with the test compound, such 
that if the level of sphingomyelin in the cells treated with the test 
compound is less than that of cells not treated with the test compound, or 
the level of ceramide in cells treated with the test compound is greater 
than in cells not treated with the test compound, the test compound 
represents a compound which increases a cell's sensitivity to acid 
sphingomyelinase-related apoptosis, 

12. (previously presented) A method for identifying a compound which decreases a 
cell's sensitivity to acid sphingomyelinase-related apoptosis, comprising, 

(a) exposing transgenic cells, comprised of cells deficient in endogenous acid 
sphingomyelinase gene activity that contain a functional human acid 
sphingomyelinase gene capable of expressing functional human acid 
sphingomyelinase, to a chemotherapeutic agent in the presence or absence 
of a test compound; and 

(b) comparing the levels of sphingomyelin and ceramide present in cells 
treated with test compound to cells not treated with the test compound, 
such that if the level of sphingomyelin in cells treated with the test 
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compound is greater than in cells not treated with the test compound, or 
the level of ceramide in cells treated with the test compound is less than 
that of cells not treated with the test compound, the test compound 
represents a compound which decreases a cell's sensitivity to acid 
sphingomyelinase-related apoptosis. 

1 3 . (previously presented) A method for identifying a compound which decreases a 
celTs sensitivity to acid sphingomyeiinase-related apoptosis, comprising, 

(a) exposing cells, wherein the cells are genetically engineered cells that 
exhibit a greater level of acid sphingomyelinase activity than non- 
genetically engineered cells of the same type, to a chemotherapeutic agent 
in the presence or absence of a test compound; and 

(b) comparing the levels of sphingomyelin and ceramide present in cells 
treated with the test compound to cells not treated with the test compound, 
such that if the level of sphingomyelin in cells treated with the test 
compound is greater than in cells not treated with the test compound, or 
the level of ceramide in cells treated with the test compound is less than 
that of cells not treated with test compound, the test compound represents 
a compound which decreases a cell's sensitivity to acid sphingomyelinase- 
related apoptosis. 
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